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tudn thu st dung statin c6 kha nang dat dich
LDL-C gap 2,4 lan BN khong tuan thd s dung
statin (p=0,024). Khi phan tich dugdi nhdm cho
thdy van dé bénh khac va ganh nang vé thudc
trong van dé tuan thu s dung statin cd lién
quan dén dat dich kiém soat LDL-C, khac biét c6
y nghia théng ké véi p=0,003. Hau hét cac BN
déu tin rang statin cd hiéu qua lam giam muc
cholesterol va mudc cholesterol cao la khéng an
toan. Tuy nhién, nhiéu ngudi cling dat cau hoi vé
nhu cau ca nhan cta ho doéi véi statin. Mot s6
ngudi tham gia cam thdy rang mdc cholesterol
cla ho da du gan muc tiéu nguGng ma statin co
thé khdng cd nhiéu Igi ich cho ho. Mdt s& BN bay
td mong mudn kiém soat cholesterol bang cach
thay d6i 16i s6ng nhu tap thé duc va ché do &n
udng hodc phuong phap diéu tri thay thé, bao
goém cac liéu phap thao dugc.

Su' tuan thu da dudgc chirng minh la t6t hon
khi BN chap nhan mic d6 nghiém trong cta can
bénh cla minh, tin tudng vao bac si diéu tri va
tin tudng vao phac d6 diéu tri. Trén thuc t€,
nghién cru cda Blenner va cong su da phat hién
ra bénh tim mach ké hgp (CVD -
Revascularization, suy tim sung huyét) va tién st
dot quy, la do nhiing yéu t6 dy bao dang ké vé
tuan tha. va tién sir dot quy la do nerng yéu to
du bao dang ké vé tudn thu. O' nhiéu nudc, diéu
tri ha lipid ban dau bi chi phoi bdi li€u phap dan
tri liéu statin & liéu lugng thap dén trung binh va
thudng bao gém céc liéu phap bé trg.

V. KET LUAN

Phan I6n BN dén kham bénh chu yéu la
ngudi cao tudi; trong do, ty I& bénh nhan nam
chiém nhiéu nhat 51,9%. Ty Ié tuan tha diéu tri
trong nghién clu tuong doi thap 27,9% va dat
dich LDL-C la 55,2%. Tuan tha s dung statin co

kha nang dat dich LDL-C cao han BN khong tuan
tha str dung statin v8i OR=2,35, p=0,024.
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Muc tleu Phan tich m0| lién quan qilta déu an
héa md mién dich ALDH va KRAS véi dic diém md
bénh hoc trong ung thy da dav. Phuong phap:
Nahién clru cit ngana & 103 benh nhan_dudc chan
doan xac dinh ung thu da day va dugc phiu thust cit
u tai Benh V|en K. Phan t|ch mai lién quan glu’a ALDH,
KRAS va cac ddc diém md bénh hoc. Két qua: Benh
nhan UTDD thé rudt co ty Ié biéu 16 ALDH cao han V@i
71,4%. Bénh nhan UTDD thé tuyen dng c6 ty 1€ biéu
10 ALDH cao nhét vdi 65,7%, co su khac biét vé su
biéu 16 ALDH theo d3c diém mé bénh hoc WHO, p <
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0,05. Bénh nhan UTDD biét hoa thap co ty Ie biéu 16
ALDH cao nhat véi 58,6%, cd su khac biét vé su biéu
16 ALDH theo do biét hda, p < 0,05. Bénh nhan UTDD
thé rudt co ty 1€ biéu 16 KRAS cao han vd| 70,2%, p >
0,05. Bénh nhan UTDD thé tuyén 6ng cd ty lé biéu 16
KRAS cao nhat vdl 65,7%, p_> 0,05. Bénh nhan UTDD
biét hoa thap co ty 1€ bleu Io KRAS cao nhat vdi
63,2%, c6 su khac biét v& su biéu 16 KRAS theo do
biét hoa, p < 0,05. Ket luan: Su biéu 16 ALDH cao
nhat & the tuyen 6ng va do biét héa thap. Su biéu 16
KRAS cao nhat & do biét hoa thap

7w khda: Dau 8n'hdéa md mién dich ALDH, KRAS;
hdéa m6 mién dich; mé bénh hoc; ung thu da day.

SUMMARY
RELATIONSHIP BETWEEN
IMMUNOHISTOCHEMICAL MARKERS ALDH
AND KRAS WITH HISTOPATHOLOGICAL

FEATURES IN GASTRIC CANCER

Obiective: To analvze the relationship between
immunohistochemical markers ALDH and KRAS with
histopathological characteristics in gastric cancer.
Subject and Method: This was cross-sectional study
on 103 patients with confirmed diagnosis of gastric
adenocarcinoma and surgical resection of the tumor at
K Hospital. Analysis of the relationship between ALDH,
KRAS and histopathological features. Result: Patients
with intestinal gastric cancer had a higher rate of
ALDH expression with 71.4%. Patients with tubular
adenocarcinoma had the highest ALDH expression rate
with 65.7%, there was a difference in ALDH
expression according to WHO histopathological
characteristics, p < 0.05. Patients with low-
differentiated cancer had the highest ALDH expression
rate with 58.6%, there was a difference in ALDH
expression according to differentiation, p < 0.05.
Patients with intestinal gastric cancer had a higher
rate of KRAS expression with 70.2%, p > 0.05.
Patients with tubular adenocarcinoma had the highest
KRAS expression rate with 65.7%, p > 0.05. Patients
with low-differentiated carcinoma had the highest
KRAS expression rate with 63.2%, there was a
difference in KRAS expression according to
differentiation, p<0.05. Conclusion: ALDH expression
was highest in tubular adenocarcinoma and low
differentiation. KRAS expression was highest at low

differentiation. Keywords: Immunohistochemical
markers  ALDH, KRAS; immunohistochemistry;
histopathology; gastric cancer.

I. DAT VAN DE

Ung thu da day (UTDD) van 1a mét van dé
strc khoe I8n trén toan thé gidi va ty Ié song sot
thdp & nhirng bénh nhdn mac bénh & giai doan
ti€n trién mdc du da diéu tri da phuong thic véi
su’ két hap cac phac d6 hda tri, phau thuat hodc
cham soc ho trg tét nhat. Do do, cd nhu cau cap
bach 1a xac dinh cac loai thudc tiém ndng mdi dé
cai thién kha ndng song sot cho bénh nhan
uTDD [1].

Ho aldehyde dehydrogenase (ALDHs) chira

19 isozyme va tham gia vao qua trinh oxy hda
aldehyde noi sinh va ngoai sinh thanh axit
cacboxylic, gdép phan can bang ndi md té bao va
moO. ALDH ddng vai tro thiét yéu trong qua trinh
giai doc, sinh tong hgp va chdng oxy hda, cd gia
tri quan trong doi véi su tang sinh, biét hoa va
ton tai cla t&€ bao trong cdc md cd thé binh
thudng. Tuy nhién, ALDH thudng bi r6i loan diéu
hoa va lién quan dén nhiéu bénh khac nhau nhu
bénh Alzheimer, bénh Parkinson va dac biét la
cac khéi u trong cd thé, trong d6 ¢ UTDD [2].
ALDH thic day quéd trinh oxy hdéa thudc chdng
ung thu, chdng han nhu cyclophosphamide,
thanh cac chat chuyén hda it déc hon, gay ra
tinh trang khang thu6c hoda tri. ALDH tham gia
tdng hop RA lién quan dén su tdng sinh t€ bao
ung thu va diéu hoa hé thong mien dich. Ngoai
ra, ALDH ddng vai tro chinh trong tai phat khoi u
qua trung gian t€ bao géc ung thu (Cancer stem
cell — CSC) va dan dén di can, hau qua la lam
cho thdgi gian s6ng ctda bénh nhan sau diéu tri
giam di [2].

KRAS ma hdéa mot guanosine triphosphatase
nhd va dot bién diém & codon 12 va 13 cla
KRAS da dudc phat hién trong nhiéu bénh ung
thu & ngudi. Cac protein KRAS la thanh phan cla
con dudng MAPK/ERK. Theo cac nghién clru da
co vé UTDD, ty I€ trung binh cla dot bi€n KRAS
la 6,5%, dao dong tUr 0-29%. Ty lé dot bién
KRAS trung binh tuong tu nhau trong cac nghién
clru tUr phuong Dong va phuang Tay (Pong: 6%,
dao dong tur 0-20%; Tay 7,5%, dao dong tu O-
29%). Khuéch dai KRAS da dudc bao cdo vai ty
& 1-9%. Do ty 1& mac bénh thdp va quy md
nghién ciu thudng nhod, nhiéu nghién clru da
codng bd khdng du stic thong ké dé phat hién mai
quan hé tiém an gitra tinh trang dot bién KRAS
va cac bién s6 lam sang bao gom ca su’ s6ng sot
clGa bénh nhan [3].

Ty 1€ dot bién KRAS & UTDD thdp han nhiéu
so vGi ung thu dai trang va dudng nhu khong co
su’ khac biét theo sic toc cua bénh nhin. Dot
bi€n KRAS va khuéch dai KRAS dudng nhu loai
trir 1an nhau cho thdy can phai sang loc bénh
nhan UTDD cho ca yéu to di truyén. Tom lai, tai
liéu hién tai vé ALDH va KRAS trong UTDD van
con han ché va rat khong dong nhat khién cho
viéc so sanh gilta cac nghién cttu khac nhau trg
nén khd khan [4].

Su bi€u hién cia ALDH va KRAS trén bénh
nhan UTDD tai Viét Nam cho dén nay van chua
c6 nghién cltu céng phu nao dugc cong bo.
Ngoai ra xét nghiém héa m6 mien dich hién nay
van rét tén kém, chua dugc thuc hién phd bién
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cho bénh nhan. Do dé can cd thong tin thém vé
méi lién quan gitta ALDH va KRAS véi dic diém
moé bénh hoc dé€ gian tiép lam cc s& phat trién
cac nghién clru vé tién lugng két qua diéu tri cho
bénh nhan UTDD. TU thuc tién dd, t6i ti€én hanh
nghién cdu nay vG6i muc tiéu: Phan tich moi lién
quan giia dau dn hoa mé miéen dich ALDH va
KRAS vdi dsc diém mé bénh hoc trong ung thu
da day.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi tuong nghién ciru. DG6i tudng
nghién ctu la 103 bénh nhan dudc chédn doan
xac dinh ung thu da day va dudc phau thuat cat
bo khdi u.

- Tiéu chudn chon déi tuong: Bénh nhan
dudc chdn dodn xac dinh ung thu da day dua
trén két qua mé bénh hoc bdng nhuém HE
Hematoxylin - Eosin (HE) theo tiéu chuidn ESMO
nam 2016, bénh phadm la khdi u da day sau khi
dugc phau thuat [5].

- Tiéu chuan loai tra: UTDD di cén tir co
quan khac dén, da dugc diéu tri bang cac liéu
phap hoa tri, bénh phdm sau md khdng dat yéu
cau khi xtr ly va khi nhuém HMMD.

2.2. Thdi gian, dia diém nghién ciru

- ThGi gian nghién clru: TU thang 5 nam
2017 dén thang 5 nam 2020.

- Dia diém thu thp dir liéu nghién clu:
Bénh vién K, cd sG 1, Quan S(, Ha Noi. bia diém
xét nghiém hda mé mién dich: Phong xét nghiém
Inserm U1312, DPai hoc Bordeaux, Phap.

2.3. Phuaong phap nghién c(ru

- Phugng phap nghién clfu cat ngang.

2.4. C3 mau va cach chon mau

- C8 mau tinh theo cong thirc mo ta ty 1€ cla
quan thé.

- Chon mau loai mau khong xac suat dugc
103 bénh nhéan du tiéu chuan vao nghién clu.

2.5. Cac budc tién hanh nghién ciru

* NOi soi da day sinh thiét: B&nh nhan nam &
tu thé nghiéng trai. Pat ngang miéng vao gilra
hai cung rang bénh nhan. Bua 6ng ndi soi da
dugc boi gel qua miéng vao thuc quan, dén da
day, bom hgi va quan sat ky cac vung niém mac
da day. St dung k¥ thuét soi ngugc dé quan sat
thuc quan, tdm vi, than vi, hang vi, mon vi,
hanh t trang, ta trang. Khi thdy ton thuong nghi
ngd ung thu da day thi danh gia chi tiét vé vi tri
g|a| phau va hinh anh ton thuong, réi sinh thiét
ton thuong (6 mau) dé lam xét nghlem g|a| phau
bénh. Bénh pham Idy ra dudc c6 dinh vao 6ng cd
chifa Formol 20% dém trung tinh.

*Sau khi dudc chan doan la UTDD, bénh
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nhan dudc phéu thudt cat bo khdi u tai Khoa
Ngoai, Bénh vién K. Bénh phdm tur khéi ung thu
da day sau phau thuat dugc chuyen dén khoa
Giai ph3u bénh tai Bénh vién K dé lam phau tich,
cd dinh trong dung dich formalin 10%, chuyen
dic mau mo trong paraffin dé tao thanh cac khoi
nén phuc vu cho xét nghiém mo6 bénh hoc tai
Bénh vién K._

*MOt mau mo duc trong paraffin cia bénh
nhan dugc chon dé gui dén phong xét nghiém
Inserm U1312, Dai hoc Bordeaux, Phap. Tién
hanh cac xét nghiém mo bénh hoc, hoa m6 mien
dich d6i vdi ALDH va KRAS.

*Phudng phap nhudm va doc héa md mién dich:

- Cac khang thé, khang thé don dong dung
cho phan tich cac dé’u an mien dich gom:

+ Khang thé don dong khang ALDH ngudi
(clone 44/ALDH; BD).

+ Khang thé don dong KRAS (Abacam).

- May tao khoi paraffin microarray tu dong
Minicore Excilone dugc két ndi véi may tinh cai
san phan mém chuyén dung tir nha san xuét.

- Cac budc nhudm HMMD: Loai parafin, Boc
16 khdng nguyén (Rlra bdng dém TBST1X, bd
sung lugng da (2-4 giot, tuong ng véi khoang
50 uL) dung dich Hydrogen Peroxide Block phu
kin bé mat cua lat cat mo, bd sung 50 pl Protein
block, b6 sung 50 pl dung dich Biotinylated Goat
Anti-Mouse, b8 sung 50 pl Streptavidin
Peroxidase, U lam, gan lamen bang dung dich
SignalStain Mounting Medium.

2.6. Chi tiéu nghién ctu

- Chi s6 nhan trac:

+ Phan bé UTDD @& hai gidi: Nam va nir.

+ Phan b8 UTDD & cac nhém tudi: <50, 50-
59, 60-69, = 70.

- Déc diém md bénh hoc:

+ Phan loai m6 bénh hoc theo Lauren: Thé
rudt, thé lan tda, thé hon hop.

+ Phan loai mo bénh hoc theo WHO 2010:
Thé tuyén nhq, thé tuyen ong, thé tuyén nhay,
thé t& bao nhan, thé tuyén vay, thé t& bao vay,
thé t& bao nhd, the khong biét hda, ung thu biéu
mo khac.

+ Phan loai mdc do biét hoéa theo WHO
2010: Biét hoa thap, biét hda vira, biét hda cao.

- Panh g|a méc dd biéu h|en cla dau an
ALDH trong mau ung thu va mau doi chu’ng theo
caéc mdc dd: 0, 1+, 2+, 3+. M{c dd biéu hién
ctia ALDH I3 0 danh gia 12 am tinh, mdrc do biéu
hién cla KRAS la 1+, 2+ va 3+ danh gia la
duang tinh.

- banh g|a mdc do bi€u hién clia ddu &n
KRAS trong mau ung thu va mau déi chirng theo



TAP CHi Y HOC VIET NAM TAP 529 - THANG 8 - SO 2 - 2023

cac mdc dd: 0, 1+, 2+, 3+. M{c dd biéu hién
cta KRAS la 0 va 1+ danh gia la am tinh, mic
dd bi€u hién cla KRAS 1a 2+ va 3+ danh gia 1a
duang tinh.

- Phan tich mdi lién quan gitta ALDH, KRAS
va cac thong so.

2.7. XU ly s liéu. S6 liéu dugc x{r ly bang
phan mém théng ké y hoc SPSS 22.0. Phan tich
cac s6 liéu bang thuat toan théng ké mo ta tan
sO cac bién Frequencies, Crosstabs.

Il KET QUA NGHIEN cUU

Chung t6i da thu thap dugc 103 bénh nhan
dugc chan doan xac dinh |a ung thu da day, két
qua nghién cru nhu sau:

Bang 3.8. Su’ biéu 16 cua ALDH theo dic
diém mé bénh hoc Lauren

Biéu 16 Am tinh |Duodng tinh
ALDH p
Lauren n % n %
Thé rubt 19 | 576 | 50 (714 | >
Thé lan téa 14 | 42,4 | 20 | 28,6 |0,05

Nh3n xét: Bénh nhan UTDD thé rudt cd ty 1&
bi€u 16 ALDH cao han véi 71,4%, bénh nhan UTDD
thé lan toa cd ty 1& biéu 16 thdp hon véi 28,6%.
Khong cd su’ khac biét vé su biéu 16 ALDH theo ddc
diém mo bénh hoc Lauren, p > 0,05.

Bang 3.9. Su’ biéu 16 cua ALDH theo dic

diém mé bénh hoc WHO
Biéu 16 Am tinh |Duodng tinh
WHO ALDH n % n % P
Thétuyénnhi | 0 0 1 1,4
Thé tuyénong | 13 [39,4| 46 | 65,7
Thétuyénnhay| 6 [182] 3 [ 44 | <
Thé& t€ bao nhan| 12 | 36,3 | 19 | 27,1 |0,05
Thét€baovay| 2 | 61 | O 0
Thé khac 0] 0| 1 |14

Nh3n xét: Bénh nhan UTDD thé tuyén 6ng
cd ty |€ bi€u 10 ALDH cao nhét vdi 65,7%. Tiép
theo la UTDD thé t& bao nhan cd ty 1é biéu 16
ALDH 13 27,1%, bénh nhan UTDD thé tuyén nhd
o ty 18 biéu 16 thap nhat vdi 1,4%. C6 su khac
biét vé& su’ biéu 16 ALDH theo d3c diém md bénh
hoc WHO, p < 0,05.

Bang 3.10. Su biéu 16 cua ALDH theo dé
biét hoa

Biéu 13 Am tinh [Duong tinh
ALDH p
Biét héa n |% | n | %
Biét hda thap 13 (394 | 41 | 58,6 <
Biét hoa vira 12 (364 | 26 | 37,1 0.05
Biét hoa cao 8 [242| 3 43 |

Nhan xét: Bénh nhan UTDD biét hda thap

c6 ty 1é bi€u 16 ALDH cao nhat véi 58,6%, ti€p
theo 1a u biét hda vira co ty I€ bi€u 16 ALDH la
37,1%, bénh nhan cd u biét hda cao cd ty |1 biéu
10 thap nhat véi 4,3%. CO su khac biét vé su
bi€u 16 ALDH theo dd biét hda, p < 0,05.

Bang 3.11. Su’ biéu 16 cuia KRAS theo
dic diém mé bénh hoc Lauren

Biéu 13 Am tinh |Duong tinh
KRAS p
Lauren n % n %
Thé rudt 29 |630] 40 [ 70,2 | >
Thé lan toa 17 [37,0] 17 |29,8 0,05

Nh3n xét: Bénh nhan UTDD thé rudt cd ty
|é bi€u 16 KRAS cao hon véi 70,2%, bénh nhan
UTDD thé€ lan téa cd ty 1& bi€u 16 thdp han Vi
29,8%. Khéng ¢ su khac biét vé su bi€u 16
KRAS theo dic diém md bénh hoc Lauren, p >
0,05.

Bang 3.12. Su’ biéu 16 cua KRAS theo
dic diém mé bénh hoc WHO

Biéu 13 Am tinh |Duong tinh
WHO KRAS n % n % P
Thétuyénnhti | 0 | 0 | 1 | 1,8
Thé tuyén 6ng | 23 | 50,0 | 36 | 63,2
Thé tuyén nhay| 6 [13,0] 3 53 | >
Thé t& bao nhan| 14 [30,4| 17 | 29,8 |0,05
Thét€baovay| 2 |44 ] O
Thé khac 1 2,2 0

Nhdn xét: Bénh nhan UTDD thé tuyén 6ng
c6 ty 18 bidu 16 KRAS cao nhét véi 65,7%. Tiép
theo & UTDD thé t& bao nhan cd ty 1é biéu 16
ALDH 13 29,8%, bénh nhan UTDD thé tuyén nhu
cd ty 18 biéu 16 thap nhét véi 1,8%. Khéng cd su
khac biét vé su biéu 16 KRAS theo ddc diém mod
bénh hoc WHO, p > 0,05.

Bang 3.13. Su biéu 16 cua KRAS theo dé
biét hda

Biéu 18] Am tinh [Duong tinh
KRAS p
Biét hoa n | % | n | %
Biét hda thap 18 | 39,1 | 36 |63,2 <
Biét hoa vira 20 [43,5| 18 | 31,6 0.05
Biét hoa cao 8 174 3 53 |

Nhdn xét: Bénh nhan UTDD biét hda thap
co ty 1& biéu 16 KRAS cao nhat vdi 63,2%, tiép
theo 1a u biét héa vira ¢ ty I1& biéu 16 KRAS la
31,6%, bénh nhan cd u biét hda cao cd ty |1 biéu
16 thdp nhat vGi 5,3%. CA su khac biét vé su
biéu 16 KRAS theo do biét hda, p < 0,05.

IV. BAN LUAN
Trong nghién clu nay, ching t6i thdy rang
UTDD thé rudt co ty Ié dudng tinh v&i ALDH cao
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han thé lan toa, tuy nhién su' khac biét chua cd y
nghia thong ké. Khi phan tich mai lién quan gilra
sy bi€u 16 ALDH véi ddc diém md bénh hoc WHO
thi thdy bénh nhan UTDD thé tuyén 6ng cd ty 1é
bi€u 16 ALDH cao nhat véi 65,7%, cac thé mo
bénh hoc khac cé ty 1€ biéu 16 thdp hon, su khac
biét co y nghia thong ké.

Su biéu 16 ALDH cling ¢ mdi lién quan vdi
do biét hda clua té€ bao UTDD khi cac bénh nhan
UTDD biét hda thap biu 16 ALDH véi ty Ié cao
nhat. D€ hiéu vai trd cd thé c6 cla ALDH d6i véi
su' phat trién va tién trién cla ung thu da day,
Wu, D. dd kiém tra bi€u hién cia ALDH trong
mot tap hgp cac khéi u da day nguyén phat co
muc do bi€t hda khac nhau va cac khéi u da day
di can. O day, Wu, D. chi ra rdng ALDH khong
thé dugc phat hién hodc chi bi€u hién mét chit &
I6p day trong biéu mdé da day binh thudng,
nhung c6 thé phat hién dugc 6 mdc dd thap
trong cac tén thuong loan san da day, sau do
cudng dd bdt mau cua ALDH tién trién tir yéu
dén manh tugng (ng véi mic do loan san ngay
cang tang. Biéu hién cta ALDH co lién quan dén
murc do biét héa (P<0,001), tuong tu nghién clru
cla chdng toéi [6].

ALDH la enzym tham gia vao qua trinh khtr
doc, bao vé mod khéi tac dung doc hai cla cac
aldehyde da dugc biét dén tir lau. Trong nghién
clru cia Wu, D., tac gid cung cdp bang ching
manh mé rang cac t&€ bao ung thu da day ALDH
cd cac dac tinh gidng té bao gbc ung thu va lan
dau tién ti€t 16 rang ALDH-3A1 la dang dong
phén dugc biéu hién cao trong cac té bao gidng
té bao ung thu da day. Cung vdi phan tich IHC &
cdp d6 mo, Wu, D. chi ra rang cac t& bao biéu
hién ALDH déng mot vai tro quan trong trong su
khdi dau va tién trién cla ung thu da day. Wu,
D. chirng minh mdt cach thuyét phuc rang ty 1&
mac ALDH-3A1 ¢d thé dudc st dung nhu mét chi
s& mdi dé€ du doan két qua cta bénh nhan ung
thu da day [6].

Nghién clru cia Wang, L. phat hién ra rang
ALDH1 c6 lién quan dén di can hach, biét héa
khéi u, giai doan pTNM khdi u va thdi gian s6ng
toan b sau 5 nam [7]. Mac du con cé su khac
biét v& mai lién quan cla ALDH trong két qua
cla cac nghién clu, nhung hau hét cac phat
hién déu cho thdy ALDH1 c¢6 thé 1a mét dau hiéu
chan doén va tién lugng hitu ich cho UTDD [7].

Ty |é dot bién KRAS & GC thap han nhiéu so
vGi CRC va dudng nhu khéng cd su khac biét
theo sdc tdc cia bénh nhan. Dot bién KRAS va
khuéch dai KRAS dudng nhu loai trir lan nhau
cho thay can phai sang loc bénh nhan GC cho ca
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quang sai di truyén. Cho dén nay, tat cd cac
nghién ctu Iam sang & nhitng bénh nhan khong
dugc chon loc véi GC di can da khong cho thay
lgi ich dang ké d6i véi liéu phap nhdm muc tiéu
EGFR. Tuy nhién, da c6 mot bao cao gan day chi
ra rang phan nhdom cta GC té bao nhan, dugc
biét la cé kha nang khang hoa tri liéu gay doc té
bao, cd ty Ié dot bién KRAS cao han (15%). Do
do, liéu phap nham muc tiéu EGFR trong phan
nhdm md hoc cu thé nay clia GC cé thé 1a mot
lva chon diéu tri day hira hen trong tudng lai
[3]. Nghién cru clia ching toi thay ty Ié dot bién
gen KRAS gdp nhiéu nhét ¢ thé tuyén 8ng, thé t&
bao nhan cd ty |é dot bién ding thr 2, tuy vay
su' khac biét nay chua cé y nghia. M6t nghién
clfu cua Ayatollahi, H. tai Iran lai cho thady tan
suat dot bién KRAS codon 12 va 13 ¢ mdi tuang
quan déang k& vdi vi tri khéi u [8].

Tuong tu nhu ALDH, bénh nhdn UTDD biét
héa thip cd ty 1& biéu 16 KRAS cao nhat vdi
63,2%, cao han ¢ y nghia so vdi cac thé biét
hoa khac. Nghién clru cla Hewitt, L. C. stf dung
phan loai JGCA, ki€u hinh chiém uu thé nhét 1a
dang 6ng biét hda vira phai (n = 408, 32%), ti€p
theo la dang ran (n=229, 18%), dang khong
ran biét hda kém (n =227, 18%), 6ng biét hda
t8t (n =219, 17%), nhd (n=71, 6%), t& bao
vong (n= 66, 5%) va chat nhay (n=>51, 4%).
Theo phan loai clia Lauren, 293 (23%) GC dugc
phan loai la loai khuéch tan, 698 (55%) la loai
duding rudt, 51 (4%) 1a chat nhay va 229 (18%)
la khong xac dinh [1].

V. KET LUAN

- Su' biéu 16 cla ALDH cao nhét & thé tuyén
dng (65,7%) theo dic diém md bénh hoc WHO,
vGi p < 0,05.

- Su biéu 16 ciia ALDH cao nhéat (58,6%) &
do biét hda thap, vdi p < 0,05.

- Su biéu 16 clia KRAS cao nhét (63,2%) & dd
biét hoa thap, vdi p < 0,05.
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'XAC NHAN PHU'ONG PHAP XET NGHIEM SANG LOC
ROI LOAN CHUYEN HOA BAM SINH BANG KIT NEOBASE 2
TREN HE THONG KHOI PHO XEVO TQD

TOM TAT

Xac nhan phuong phap la yéu cau céng viéc can
thlet trudc khi dua mot phucng phap xet ngh|em mdi
vao su dung. Quy trinh xét nghiém sang loc r6i loan
chuy&n hoéd bam sinh bang perdng phap sac ky khoi
pho (MSMS) dudc xac nhan dua trén vat liéu n0| kiém
trén NeoBase 2 Non-derivatized MSMS kit cua hang
Perkin Elmer, tién hanh thuc nghlem danh gia khoang
tuyen tinh, do chum va do chlnh xac xét nghlem trén
may phan tlch XEVO TQD cua Water. Ké qua thu
dudc trén cac chi s6 thoa man tleu chuén theo hudng
dan CLSI - NBS04 2017 vdi: hé s6 tudng quan n =
0,99 biéu thi do tuyén tinh t6t, CV d6 chum ngén han
< 25%, CV do chum dai han < 35%, dd thu hoi dat
40- 140% Két qua nghién cltu cho thay khoang tuyén
tinh c6 R2 tir 0,9947 — 0,9998, d6 chum ngan han dao
dong tir 2,83 - 10,12%, do chum dai han dao dong ttr
5,56 - 17 02%, do thu hoi dat 70,77 — 101,48% cua
cac chat chuyen héa dugdc xac nhan phu hdp theo
cong b cua nha san xuét. Xét nghiém rGi loan chuyen
hoa bam sinh bang phuang phap MSMS la chinh xac
va tin cay trong diéu kién thuc t&€ cla trung tam xét
nghiém - Cong ty 6 phan dich vu phan tich di truyen
Gentis, dugc st dung ‘trong thuc hanh 1am sang dé
sang Ioc mot s& bénh 8i loan chuyén hoa bam sinh.

Tdr khéa: NBS04, Xevo TQD, Neobase2

SUMMARY
A VERIFICATION METHOD IN NEWBORNS
SCREENING OF METABOLIC DISORDERS BY
THE NEOBASE 2 MSMS KIT USING XEVO TQD
Verification is required before implemeting a new
test method in use. Linearity, precision, accuracy
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evalutions were carried out to verify the performance
of the Waters XEVO TQD MSMS system with the
Neobase non-derivatized MSMS Perkin Elmer kit for
detecting amino acids and acylcarnitine in newborns
with metabolic disorders. Acceptance criteria applied
according to CLSI - NBS04 2017 guidelines gives the
following results: correlation coefficient (r) = 0,99
indicates good linearity, within-run precision CV <
25%, between-run precision CV < 35%, recovery is
40-140%. The results show that the linear range has
the correlation coefficient from 0,9947 to 0,9998, the
within-run precision ranges from 2,83 — 10,12%, the
between-run precision ranges from 5,56 — 17,02%,
recovery of 70,77 — 101,48% of metabolites confirmed
to be in accordance with the manufacturer's claim.
Testing for congenital metabolic disorders by MSMS
method is accurate and reliable in the actual
conditions of the testing center - Gentis Genetic
Services Joint Stock Company, used in clinical practice
to screen some congenital metabolic disorders.
Keywords: NBS04, Xevo TQD, Neobase2

I. DAT VAN DE

R&i loan chuyén héa badm sinh 1a bénh lién
guan dén cac yéu t6 di truyén hiém gap & tré,
dugc gay ra bdi su thi€u hut cac receptor,
enzym, cac protein van chuyén, hodc cac yéu t6
dong van trong qua trinh chuyén hoéa acid amin,
acid béo va acid hitu co. Piéu nay dan tdi su
thay déi bat thudng trong cac chu trinh tdng hop
hodc thodi hda cla cac chat trong cd thé. Tur d6
tao thanh céc san pham béat thudng gdy ngd doc
cho té€ bao, gay suy giam chific nang clia cac co
quan.! Bénh rdi loan chuyén hda thudng khdng
dudgc phat hién do thi€u cac triéu chirng ro rang
trong giai doan dau phat trién cla tré sg sinh.
Do do, khi cac triéu chiing lam sang xuat hién
thudng la qua mudn, dan dén rGi loan chific nang
than kinh tir nhe dén ndng, chdm phat trién tdm
than, tham chi 1a gay tr vong cho tré.? Vi vay,
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